
CLAIMS 



WHAT IS CLAIMED Tfi : 



1. An isdlated nucleic acid comprising a nucleotide 
sequence encodiAg a TCL-1 protein, wherein the nucleotide 
sequence is a cDNA sequence. 



2. An isolated nucleic acid of not more than 50 
kilobases which contains at least an 18 nucleotide 
portion encoding a TtL-l protein fragment. 



3 . An isolated 
kilobases which cont< 
portion of the sequei 



*ic acid of not more than 50 
at least an 18 nucleotide 
dieted in SEQ ID NO: 3, 



4. The isolated nucVeic acid of Claim 1 comprising 
the nucleotide sequence oA SEQ ID N0:1 from nucleotide 
number 46 to 38 7. 



3Qlated TCL-1 protein. 



6. The TCL-1 protein of^^Crjrsto^^ the amino 

acid sequence of SEQ ID NO: 2 f rom k^Jlrto^id number 1 to 
114 . 



7. A fragment of the protein of Claim 6 which can 
be specifically bound by an antibody to a TCL-1 protein, 

8. An isolaVed nucleic acid comprising a sequence 
encoding the fragntent of Claim 7. 



9 . A recombim 
sequence that encodfc 
nucleotide sequence! 



DNA vector comprising a nucleotide 
:l-1 protein, wherein the 
cDNA secjuence . 



a T 



10. An host cell C^at contains the recombinant DNA 
vector of Claim 9. 
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^^v,^^ 11- An antisense molecule comprising a nucleotide 
seqtfencecomplementary to at least a part of the coding 
sequence ofa^*-T€Ljc:^^^ot^i^ which is hybridizable to a 
TCL-1 mRNA. T^^^^ L^ 

12. An antisense molecule ">siomprising a nucleotide 

sequence complementary to at least aK^art of the sequence 

depicted in SEQ ID NO: 3 which hybridizte^ to said 
sequence depicted in SEQ ID NO: 3. 




"13-; A fuwiuii ijroLoirL^conprising a TCL-1 protein 
sequence of at least 10 amino acISS^-iiiiked to a non-TCL-1 
protein sequence. 




15. The antibody 
antibody - 



Claim 14 which is a monoclonal 



16. The antibody of Claim 14 wfeiqli is a polyclonal 
antibody. 



N^/m / l/^>--...Amethod for producing a recombinant TCL-1 
protein comprT''^'+«^ . 

(a) culturlrhg..,a host cell transfoarmed with a 
recombinant expression vTactor encoding a TCL-1 
protein such that the TCL-1 pi^o^in is expressed by 
the cell; and 

(b) recovering the expressed TCL^^'Sjvgene 
protein. 



18. An isolated protein comprising an amino acid 
sequence having at least 70% amino acid sequence identity 
to the amino acid sequence depicted in SEQ ID NO: 2, over 
a contiguous sequence of at least 25 amino acids. 
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19. An isolated protein comprising an amino acid 
sequence having at least 70% amino acid sequence identity 
to the amino acid sequence depicted in SEQ ID NO: 2, over 
a contiguous sequence of at least 50 amino acids, 

20. Plasm^d pAll,5 as deposited with the ATCC and 
having accessic 



10 



21. Plas^lj/aV^2iD-7SE as deposited with the ATCC and 
having accession Sfo, . 



15 



20 



25 



,22. A method for detecting a target sequence 
indic^ive of a chromosome 14 abnormality in a sample, 
comprising the steps of: 

[^3l) amplifying the target sequence in the 
sample \i^ing a first primer of 18 to 25 nucleotides 
complemenKptry to the nucleotide sequence of SEQ ID 
NO: 1, and \w second primer complementary to a region 
telomeric or oantromeric to the TCL-l gene; and 

(b) detec\j.jig''''anih resulting amplified target 



sequence in which 



sence of the amplified 



target sequence i|s>i!!^i>^ic^ive of the abnormality. 

23. The method of Claim ^2 wherein the chromosome 
abnormality is in the TCL-l loci 



24. The method of Claim 22 wherein the chromosome 
abnormality is a t (14 : 14) (qll :q32) translocation. 



30 



25. The method of Claim 22 wherein t?H^ chromosome 
abnormality is a inv(14) (qll;q32) inversion. 



35 



26. The process of Claim 22 wherein the res^jaltant 
amplified target sequence is detected using gel 
electrophoresis . 
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27. The process of Claim 22 wherein the second 
pis;imer is a polynucleotide from the T-cell receptor Qt/6 



2 8\ The method of Claim 22 wherein the target 
sequence \s amplified using polymerase chain reaction. 

29. A i^armaceutical composition comprising the 
antisense mole\ule of Claim 11 in a pharmaceutically 
acceptable carril 

30. A pharmace^ical composition comprising the 
antisense molecule of i^laim 12 in a pharmaceutically 
acceptable carrier , 



31. A pharmaceutical^ 
antibody of Claim 14 in a j 
carrier. 



.conjjiosition comprising an 
yceutically acceptable 



32. A method for dete<Stin^vX target nucleotide 
sequence indicative of a chrorpe^scikne 14 abnormality in a 
nucleic acid sample, comprising th>B steps of: 

(a) hybridizing the samp\e with a nucleic acid 



probe of not more than 10 kilob 
the range of 15-1324 nucleotides 
the nucleotide sequence of SEQ ID 

(b) detecting or measuring th^ 
resulting hybridization between the 
target sequence within the sample . 



comprising in 
elementary to 
; 1; and 
amount of any 
iirobe and the 



33. The method of Claim 32 wherein the Vesultant 
hybridization between the probe and the targetX sequence 
within the sample is detected using gel electrophoresis, 



34. The method of Claim 32 wherein the chroloosome 
14 abnormality is in the TCL-1 locus. 
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35. The method of Claim 22 wherein the chromosome 
14\abnormality is a t (14 : 14) (qll :q32) translocation. 

The method of Claim 3 2 wherein the chromosome 
14 abnormality is a inv(l4) (qll;q32) inversion. 



10 



15 



20 



37. \ A method for detecting a TCL-1 protein in a 
patient sample, comprising: 

i) contacting the patient sample with an anti 
TCL-1 ^tibody under conditions such that 
immunospecif ic binding can occur, and 

(b) Metecting or measuring the amount of any 
immunospecVf ic binding by the antibody. 

38. The methpd of Claim 37 wherein the TCL-1 
protein is human. 



39. The method 

40. The metho< 
immunosorbent assa; 



:laiiT/37 that is a Western blot. 



:iaim 37 that is an enzyme linked 



25 



41. The method of Cla^m 3 7 that is an in situ 
hybridization assay. 

42. The method of Claim ^7 that is an 
immunoprecipitation . 



30 



43. A diagnostic kit compris^g, in a container a 
compound comprising a probe of not more than 10 kilobases 
and comprising in the range of 15-132\ nucleotides of the 
nucleotide sequence of SEQ ID NO:l or \ts complement. 



35 



44. A diagnostic kit comprising inNpne or more 
containers, a pair of primers, each havingvat least 15-25 
nucleotides, in which at least one of said Vrimers is 
hybridizable to SEQ ID NO: 1 or its compleme\t and 
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^wherein said primers are capable of priming DNA synthesis 
a nucleic acid amplification reaction. 

45. The kit of Claim 44 in which one of said 
priifters is hybridizable to a DNA sequence located 
telomeric or centromeric to the TCL-l gene. 

46\. A method for treating a disease state 
associated with a chromosome 14 abnormality in mammal 
suffering; from a disease state associated with a 
chromosom^^^ 14 abnormality, comprising administering a 
therapeutically effective amount of a TCL-1 antisense 
molecule to \ mammal suffering from a disease state 
associated wiGli a chromosome 14 abnormality. 



47. The method of Claim 46 wherein the disease 
state is a T-cel Jt^eukemia or lymphoma. 



48 



The method 



abnormality is a 
inv(14) (qll;q3; 



Claim 4 6 wherein the chromosome 



t>dv4:14) (qll:q32) translocation or an 



inversion. 



49. The method o£\Claim 46 wherein the mammal is a 
human . 

50- A method for treating a disease state 
associated with a chromosome\l4 abnormality in mammal 
suffering from a disease state^^ associated with a 
chromosome 14 abnormality, comprising administering a 
therapeutically effective amount of an anti-TCL-1 
antibody to a mammal suffering from a disease state 
associated with a chromosome 14 abnormality. 



51. The method of Claim 50 wher\in the anti-TCL-1 
antibody is a monoclonal antibody. 
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52 . The method of Claim 50 wherein the disease 
stc^e is a T-cell leukemia or lymphoma. 

The method of Claim 50 wherein the chromosome 
abnormality is a t (14:14) (qll:q32) translocation or an 
inv(14) (qa.l;q3 2) inversion. 



10 



15 



20 



25 



54, t\b method of Claim 50 wherein the mammal is a 
human . 

55. An is^ated oligonucleotide having in the range 
of 15-25 nucleotides which is hybridizable to a DNA 
molecule, said molecule comprising at least one TCL-1 
exon or its complemejit. 



56. An isolated: 
of 15-25 nucleotides 
molecule, said moleci4l^x^^mpri 
SEQ ID NO: 3 or it^ 



Wf 



.ch 



complJ 



cleotide having in the range 
s hybridizable to a DNA 
ising the sequence shown in 
ment , 



57. A method of diagnosing a T-cell malignancy 
associated with a chromosome \4 abnormality in a patient 
comprising detecting said chromosome 14 abnormality 
according to the method of 22 oi^ 32, in which the 
presence of the amplified targetXsequence indicates the 
presence of a T-cell malignancy i\ the patient. 



30 



35 



58, A method of diagnosing a i^cell malignancy 
associated with a chromosome 14 abnormality in a patient 
comprising detecting increased expressVon of a TCL-1 
protein in a sample from the patient, ifi which an 
increase in a TCL-1 protein relative to t^e level found 
in an analogous sample from a normal individual , 
indicates the presence of a T-cell malignancy in the 
patient . 
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jres 



59. The method of Claim 58 in which the increased 
sion of the TCL-1 protein is measured by 



immunoassi 



60. "*Iihe method of Claim 59 in which the immunoassay 
is an enzymeNr inked immunosorbant assay. 



61, The metl 
expression of the 
hybr idi zat ion . 



^aim 58 in which the increased 
.otein is measured by in situ 



62. The method of Claim 57 or 58 in which the T- 
cell malignancy is a T-cell le*^emia. 

63. An isolated nucleic acici\pf not more than 10 
kilobases hybridizable under stringeh^ conditions to the 
sequence shown in SEQ ID NO: 1 or its a^plement . 



64 . An isolat 
kilobases which con 
portion of the sequ 




nucleic acid of not more than 50 
ns at least an 18 nucleotide 
depicted in SEQ ID NO: 5. 



65. An isolatedoligonucleotide having in the range 

of 15-25 nucleotides VJtfet^r^ hybridizable to a DNA 

molecule, said molecule^-«j^^x;4^ing the sequence shown in 
SEQ ID NO: 5 or its complement. 
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